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Clinical Trial Registries and Results Databases 1997 Food and Drug Modernization Act
History (FDAMA Section 113)

e Directed DHHS Secretary to:

The 1980’s establish, maintain, operate data bank
on clinical trials for drugs to treat
* PDQ serious or life-threatening diseases and

Cancer Trials conditions.
» Modeled after 1988 HOPE legislation
* ACTIS

. * Purpose: primarily for patients
HIV/AIDS Trials P P y forp

www.fda.gov/opacom/7modact.html




1997 Food and Drug Modernization Act
(FDAMA Section 113)
Clinical trial listing MUST:
e Describe the trial’s purpose
Outline patient eligibility criteria
List trial locations
Include contact information for enrollment
Be written in easily understood language

Listing trial results is VOLUNTARY

Implementation Timeline
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March
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Clinical Trial Registries and Results Databases
Recent History

June 2004 New York state Attorney General Eliot L. Spitzer alleged in
a civil lawsuit that Glaxo systematically withheld negative
information about Paxil.

September 2004 The ICMJE member journals will require, as a condition of
consideration for publication, registration in a public trials
registry. Trials must register at or before the onset of
patient enrollment. This policy applies to any clinical trial
starting enrollment after July 1, 2005.

October 2004 Kennedy/Dodd Bill S 2933 Draft and Markey/Waxman
F.A.C.T. Bill HR 5252 Draft

January 2005 Joint Position on the Disclosure of Clinical Trial
Information via Clinical Trial Registries and Databases and
related information.

1997 Food and Drug Modernization Act
FDAMA Section 113

NIH - National Library of Medicine (NLM) with FDA and
others.

1st version available to public February 29, 2000.
2000-2002, data bank included mainly NIH trials.

Today, over 27,000 trials listed, from the public and
private sectors.

ClinicalTrials.gov
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http://www.fda.gov/cder/guidance/4856fnl.htm

Clinical Trial Registries and Results Databases
APhA House of Delegates, New Business (2005)

APhA supports the establishment of a single,
independent, publicly accessible clinical trials
database

includes all studies

states the size, demographics, limitations and
citations, if published, of each study listed

explains the purpose of the study, methods and
outcomes in lay-terms to assist in public
understanding

includes warnings to the public on use of data for
clinical decision making

includes full disclosure of sponsors/supporting
organizations or companies

http://www.aphanet.org/AM/Template.cfm?Section=Search&section=APRS&
template=/CM/ContentDisplay.cfm&ContentFilelD=406




Clinical Trial Registries

Types of web sites

» Federal

e Commercial Third-Party
Location-Specific
Sponsor-Specific
Patient Advocacy
Other

Commercial Third-Party Sites

Generally operated by private companies.

Some trial listings copied from Federal sites
and edited.

Some obtain trial information directly from
sponsors and clinical investigators.

Generally funded through fees for listing,
referral, enrollment, or advertising.

Examples: Emerging Med, Veritas Medicine,
Acurian, CenterWatch

Patient Advocacy Sites

Work on behalf of people diagnosed with a disease.

May provide education, support, financial assistance,
and advocacy to help patients and families.

Educate and empower people to find information and
access to treatment.

May list trials from multiple sources, e.g. government,

pharmaceutical companies, hospitals.

Some trial listings are copied from Federal sites and
edited.
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" Contains approximately 27,000 clinical studies
conducted in all 50 states and in over 120
countries.

Over 8 million page views per month.
Hosts about 20,000 unique visitors daily.
Resource Information

March 2006

ClinicalTrials.gov
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www.lymphomation.org/clinical-trials-gov.htm




Location-Specific Sites

* Managed by a specific healthcare
facility or its contractor.

e Includes mainly clinical trials being
conducted at their location.

e Obtain trial information directly from
clinical investigators at those locations.

Morw can you it or marrow  sesach?

Suarches tn be bt by using mots than one kaymsrd The besciasn sparstor *

www.healthsystem.virginia.edu/clinical_trials/search/searchinfo.cfm

Sponsor-Specific Sites ! - '

Eeyword Search Clinical Trial Infory

» Managed by commercial sponsors of oy r

clinical trials or their contractors. g s P :
Ahmical Trsl Fags _‘;‘

&
Rartiopating in & checal triat

e Trials listed on these sites tend to be Paracipuion FAGs

only those trials supported by the
sponsor.

Fratured Novartiy Clnical Trish

]

www.novartisclinicaltrials.com/etrials/home.do

Examples of Other Web Sites

BMC Veterinary Research

» Current Controlled Trials Ltd

— A metaRegister allows searching across
multiple registers.

» Stroke Trials Directory

— Joint effort funded in part by grants from
the National Institute of Neurological
Disorders and Stroke.

http://controlled-trials.com/
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www.strokecenter.org/trials/

Clinical Trial “Results Databases”

FDA sponsored
PhRMA sponsored
Company sponsored

ClinicalTrials.gov

FDA “Results Databases”

Drugs@FDA
— Includes most drug products approved since 1939

— Includes majority of labels, approval letters,
reviews, and other information are available for
drug products approved from 1998 to the present.

www.accessdata.fda.gov/scripts/cder/drugsatfda/
Best Pharmaceuticals for Children Act (BPCA)

— Requires FDA to make available to the public a
summary of the medical/clinical pharmacology.

reviews of the pediatric studies for the supplement.

www.fda.gov/cder/pediatric/Summaryreview.htm

What kind of information do these sites
disclose?

General Descriptive Trial Information
Prescreening

Disease Information

Trial Folders

E-Mail Updates

Message Center

Results

Links

FDA “Results Databases”

* Drugs
* Biologics
» Devices

s-=-Q320aedH-IF- S
Drug Namels) AVASTIN (Bramd Name Drug)

FOM Application He, (BLA) 125085
Active Ingredient(s) BEVACIZTUMAR
company GENENTECH
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¥t information does  Labal include?
Wsta: Nt sl Labala saw susilabla In sbectunic furmat fom FOA
View the label approved on 020262004 /- for AVASTIN, BLA no, 126088
« Toses 9010 the “Approval Hision”
Cider ation only and should not be
PUpOses.

Approval History
Motes Mot all reviews arm svallabln in ebecamnic fomat Som FOA
Olides Iubots are for histarical inb ly, and should met bo used far clisk
Actian dates ean ol be werified iom 1981 1o e pressnt.
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Padant Package Insert
[r— et ?

Drugs @FDA
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Recently Approved Devices Product Approval Information

s wrranged alphabatically ry the proper name of the prodect

m  appeovid roemation by predact wadename, velect the Ligemsing Aciiss
Tiadename Table

Alarganic Extracts

KTANE 871 Fond ot Moses [ — e stracts. Hentucky Diuegiass, Timotly Grass, Headew Fescoe
P G 00,008 and

Approved Medical Devices Approved Biological Products
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfTopic/MDA/mda-list.cfm?list=1 http //WWW fda gOV/Cber/efOi/apprOVe htm

PhRMA “Results Database”

September 07, 2004 S PO P |

* A central, easily accessible database to better
communicate the results of clinical studies of
marketed drugs at www.clinicalstudyresults.org

Will contain results of controlled clinical trials
(mainly Phase Il and IV studies), both positive and
negative,completed since October 2002 for PhRMA-
member company drugs approved in the US.

* Will include both published articles and
unpublished study summaries.

www.phrma.org/mediaroom/press/releases/07.09.2004.1063.cfm
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Links
__ Definition: A Web site directly relevant to the protocol may be entere
™ Do not include sites whose primary goal is to advertise or sell
commercial products or services
- r
y e -3
References
Citations to publications related to the protocol:
background and/or results, Provide either the
unique PubMed Identifier (PMID) of an article or
enter the full bibliographic citation

Clinicaltrials.gov

www.lillytrials.com/




o R Weekly Trends (May — October 2005)

Tntermationsl Comminen of Mudicl Jowmal Edilon
“" Is This Clinical Trial Fully

Registered?: A Statement from the . .

International Committee of Medical * WE Will consider a

Jotima; Eapars trial for publication

T " only if it has been

registered before
the enrollment of

*the first patient.”
September 2004

o of Aagintnsians
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http://www.icmje.org/clin_trialup.htm (Source: Zarin et al. N Engl J Med. 2005;353:2779-87)

How is the information submitted?
9.2 A% us = 3 Who submits the information?

ClinicalTrials.gov

e A sponsor
—multiple individuals as data providers

—controls access by designating users
and administrators

 Intermediaries acting on behalf of a
sponsor , e.g. Centerwatch

Through a web-based Protocol Registration System (PRS)
developed by NLM

prsinfo.clinicaltrials.gov/

ClinicalTrials.gov Registration Requirements

Registration
Registration Requirements
o Data Element Requirements

| Required
T o Cont rm ice per Facility]
mmary (lay language) Required

Description

Descriptive Information

Required rinistrative Data
Study Type (InterventionaliObservational) Required Entifier (NCT #) - assigned by system Automatic
“Study Design’ Required Organization’s Protocol ID Number Required
Primary Outcome i WHO Secondary Protocol ID Numberis) WHO
Secondary Oulcome Measure(s) WHO _FDA IND/DE Protocol? {yesino : Required
Condition(s} Required Henman Subjects Review Approval? (yesna) Required
Intervention: Type/Name Required g:,‘f.:‘éfrﬁr:“ R’ﬁ:'é'"
MEDLINE PMID: Citation/Results Reference Record Verification Date — — Requied |
BLDescription First Recelved Date - assigned by system Automatic

cruitment Information

M Status equired Boldfaced Print: Items required by ClinicalTrials.gov (incorporates FDAMA 113)
WHO: Items additionally required for ICMJE (WHO minimal registration data set)

Cther Dates . . . L .
Eligibility Criteria Required Additional information required in some instances

Gender Required . - . )
‘Age: Minimum/Maximum Required Italicized print: Items not displayed at the public site

Accepts Heaithy Volunisers? prsinfo.clinicaltrials.gov/

Target Number of Subjects WHO




FDAMA Section 113: Status Report on Implementation

TABLE OF CONTINTS

DHHS developed ClinicalTrials.gov in response to legislation calling for:
« apublicly accessible registry of clinical trials

.+ IND sponsors to make clinical trials information publicly available
Mixed response by sponsors
« Some list clinical trials but provide limited information.
« Some don't list trials required to be listed
« Some voluntarily list trials that go beyond criteria specified in guidance

http:/lwww.fda.gov/oashi/clinicaltrials/section113/113report/default.htm

More Questions to Consider

Should there be one registry or many linked
together?

Is reporting information voluntary or
mandatory?

Who pays for the database/registry and the
upkeep?

What is the physician’s role?
What is the impact of patient “study shopping?”

Case Study

Peter, a patient at your pharmacy
48 year old engineer

Has non-small cell lung cancer and wants
to learn about clinical trials

Has a computer at home and regularly
monitors new medical developments

Works in partnership with his doctor

Does not wish to travel outside of North
Carolina

Questions to Consider

Who is the information in a database/registry for?

What information should a database/registry
include?

How is information standardized?
What data are relevant to the general public?

Who reviews the information before it is listed?

More Questions to Consider

What are the concerns about intellectual property?

How do intellectual property concerns relate to the
public’s right to know about research involving
human subjects?

Will IRBs be (more) overburdened?

Will product development / approval decisions
become politicized?

And many more.
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ClinicalTrials.gov
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Foured Search On the Focused Search
page, enter words or
phrases in the appropriate
search box(es) and click

on any of the check boxes
T 1o specify your search

s [lrg cancer criteria.

U this formm 10 forus your search. Fill in mmy o all of the buses bebew,
ek am the Iabe] ta the loft ol euch bas for farther prplanation.

Using different search
rah i 4 apeciic Bty o grographis bocation Filim sy or  of e bozms kel ) DOXeS @nd/or check boxes
"focuses" your search and
increases the precision of
your results. Note that it is
not necessary to fill in all
the boxes, only those that
are needed for your
search.

Addsn

T Srmwor (6650}
ok Disease or Condition
Specify health problems or
conditions being studied.
Examples:

Lung cancer

Lupus

heart attack

=] leukemia

¥ P T P Phase I @ P [V
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Credits Terms

Lung cancer is the
mumber one cancer killer
of men and women.
Ower 163,000 people die
of lun ST EVery yeir
in the United Siates

http://www.nlm.nih.gov/medlineplus/tutorials/lungcancer/htm/video.htm
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Citations to publications related to the
protocol: background and/or results
Provide either the unique PubMed
Identifier (PMID) of an article or enter
P — the full bibliographic citation
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Lung Cancar

Latest News

Anteractive Twlorial

MEDLRIE Pt b

Detabed Guide: Lung Cancsr - Nonama Coll
Treatment Choices by Stage for Mon-
Small Cell Lung Cancer
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Summary

Many public and private clinical trial w
sites provide useful information about
clinical trials.

FDA and NLM will continue to work with:

— each other

— pharmaceutical companies and other
study sponsors to put required
information into the ClinicalTrials.gov

— health care professionals and patient
advocates
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Office of Special Health Issues
Parklawn Room 9-49
Phone: 301-827-4460

FAX: 301-443-4555
Email: oshi@oc.fda.gov

www.fda.gov/oashi/home.html
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